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p A NOTE ON DRUG THERAPY OF DEPRESSIONS 
i- 


With a number of new antidepression drugs being offered to physicians, it 
may be useful to review briefly the problem of depressive states. Depression 
is not a disease entity but a syndrome indicating some underlying disorder. The 
disorder may be organic, psychological, or both. Such organic conditions as 
brain tumor, cerebral arteriosclerosis, and even hyperthyroidism may manifest 
themselves initially by depressive symptoms. Depression, ranging from mild 
to severe, is also a common reaction to many drugs, particularly the rauwolfia 
alkaloids and the steroid hormones. 
7 Depressive symptoms occur in many psychological disorders, including both 
psychoses and neuroses. The differential diagnosis of the underlying disorder 
(for example, manic-depressive psychosis, involutional melancholia, reactive 
depression, schizophrenia with depressive symptoms, and psychoneuroses) is 
often very difficult. There are large gaps in our understanding of the causes of 
depression, of the frequency and intensity of depressions in both psychotic and 
neurotic persons, in our aging population, and in different cultures, races and 
classes. Depression, like anxiety, may occur at any age in normal persons as 
a temporary and non-disabling response to inevitable personal and social stresses, 
frustrations, conflicts and failures. Such depressions are usually self-limited. 
More serious depressions appear in psychotic and neurotic states. 
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TREATMENT OF DEPRESSION - The evaluation of the underlying condition 
responsible for the depressive symptoms is obviously an essential first step in 
determining what treatment is necessary. Depressions encountered in office 
practice are often self-limited and not severe enough to require drug treatment. 
On the other hand, even the mild depression that is a symptom of an underlying 
neurotic disturbance may require medication - sedatives, as the barbiturates; 
or stimulants, as the amphetamines - and also psychotherapy. Depressive symp- 
toms that persist, or that are associated with talk of suicide or a history of a sui- 
cidal impulse or attempt, are best evaluated and managed by a psychiatrist. 








Tofranil, Marplan, and other new antidepression drugs are clearly effective 
in some cases of depressive psychosis. Their value in neurotic depressions has 
not yet been determined. In view of the self-limited nature of most depressions 
and their frequent response to the patient-physician relationship, uncontrolled’ 
studies showing successful use of the new drugs in a high percentage of cases 
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should be viewed with skepticism. These drugs should not be prescribed for 
mild depressions, or as "mood elevators" in normal persons. 


MARPLAN 





Isocarboxazid (Marplan-Roche), a new monamine oxidase regulator, is a hy- 
drazine compound akin to iproniazid (Marsilid-Roche) in chemical structure and 
pharmacologic action. It is promoted as a broad-spectrum antidepressant and 
as an effective agent in the "prophylactic management of angina pectoris." 


Although controlled clinical trials of the drug have not yet been reported, 
there is no doubt that this drug, like Tofranil (see the Sept. 4th issue of The Med- 
ical Letter), provides symptomatic relief of depression in many patients with in- 
volutional, manic-depressive and reactive psychoses; in some patients, however, 
it is completely ineffective. As with Tofranil, its usefulness in neurotic depres- 
sions remains to be determined. Marplan and other monamine oxidase regula- 
tors may cause a swing to an elated, hyperactive state and in some cases, an in- 
crease in tension and agitation. 





Though experience is too limited for final judgment, Marplan, like Tofranil, 
may be effective enough to substitute for electroshock treatment in some cases 
of severe depression. If further experience shows that the new drugs can be ef- 
fectively and safely used instead of electric shock therapy, they will indeed mark 
an important therapeutic advance. Treatment of depressive psychoses with mon- 
amine oxidase regulators or Tofranil on an out-patient basis is feasible in many 
instances, though such treatment should not be risked without careful psychiatric 
appraisal. 


DOSAGE - Treatment with Marplan in severe depressions seldom requires 
more than one tablet (10 mg.) three times a day. If clinical response has not 
been achieved in about three weeks on this dosage, the drug is unlikely to be ef- 
fective over a longer period or with higher doses. Since depressions are usually 
self-limited or cyclic, it should be possible to stop therapy at some point with- 
out recurrence, or at least without immediate recurrence. Some patients appear 
to lose the effect of the drug when it is omitted for only 24 hours, though in many 
cases therapeutic and side effects may be noted for two or three weeks after the 
drug is discontinued. 


CONTRAINDICATIONS AND CAUTIONS - Although Marplan is chemically 
akin to Marsilid, neither severe toxic reactions nor severe side effects have yet 
been reported. Some patients have complained of mild dizziness, weakness or a 
feeling of fullness in the head; others of constipation, dryness of the mouth and 
blurred vision. Rashes and postural hypotension have also been reported. As 
indicated above, overstimulation sometimes occurs, and hallucinations have been 
reported with high dosage; the drug should be used with caution, if at all, in pa- 
tients who are overactive or agitated. It should not be used in epileptic patients. 





Jaundice and liver damage have not been reported, and studies of hepatic 
function in animals and man have as yet revealed no significant abnormalities. 
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The drug has not been in use long enough to insure against liver damage, how- 
ever, and the manufacturer properly advises ''periodic" liver function studies 
during the course of Marplan therapy. The company also urges cautious use of 
Marplan in conjunction with alcohol, ether, barbiturates, meperidine, cocaine, 
procaine, and phenylephrine. Its cautious use in patients with impaired kidney 
function is advised. 


Since Tofranil, which is not a monamine oxidase regulator, has had a much 
longer period of trial than any of the new monamine oxidase regulators, and ap- 
pears to lack the potential for liver damage of the latter drugs, it may be ad- 
visable to try Tofranil first in the drug therapy of severe depressions. it can- 
not be overemphasized that it is not safe to rely solely on drug therapy without 
psychiatric supervision in severe depressions. 


ANGINA PROPHYLAXIS - On the basis of studies most of which were uncon- 
trolled, both Marsilid and the new monamine oxidase regulators (Marplan and 
others) have been reported to give symptomatic relief of angina, and they are be- 
ing promoted for such use. One controlled study by M. Shoshkes, et al. (Circu- 
lation, 20:17, 1959) concluded that Marsilid relieved anginal pain in about two- 





thirds of 23 patients, with placebos effective in about one-third. In the same is- 


sue of Circulation, in an editorial on that drug by Dr. Eugene R. Jolly, who was 
until recently Medical Officer of the New Drug Branch of the Department of 
Health, Education and Welfare, the following statements appear: 





"If the subjective relief of pain occurring in the patients receiving iproniazid 
is not due to specific reversal of the primary pathologic lesion, then not only is 
the cardiac alarm system disrupted, but the manifest stimulant and euphoriant 
properties of iproniazid are responsible for an increased demand on an already 
embarrassed circulation. ...The untoward reactions [including hypotension], 
which are fairly frequent complications of therapy, present particular hazards 
when they occur in patients with coronary vascular disease. For these reasons... 
iproniazid should not be employed in the routine treatment of angina pectoris ex- 
cept possibly in those instances in which the syndrome has progressed to the se- 
vere intractable stage." 


Medical Letter consultants believe that Dr. Jolly's warning on Marsilid ap- 
plies equally to Marplan and other monamine oxidase regulators. Although Mar- 
plan may reduce or abolish anginal pain in some cases, it does not appear to in- 
fluence the EKG, and it does not alter the underlying coronary artery disease. 





ADEMOL 


The new diuretic, flumethiazide (Ademol-Squibb), differs chemically from 
chlorothiazide (Diuril-Merck) in having a trifluoromethyl group in place of the 
chlorine. This substitution does not change its pharmacologic properties; the di- 
uresis produced by equal doses of these drugs is similar in character, intensity 
and duration (A. C. Montero, etal., Am. Heart Journal, 57:484, 1959). Other 
investigators consulted by The Medical Letter share this view. Because the so- 
dium diuresis is usually over in six hours, both flumethiazide and chlorothiazide 
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may be more effective in divided doses than in a single daily dose (W. G. Gor- 


don, etal., J. Chron. Dis., 10:47, 1959). 





There is no present basis for be- 


lieving that flumethiazide has any advantage over chlorothiazide with respect to 


potassium and bicarbonate loss and other side effects. 


uril and Esidrix,'"' The Medical Letter, May 15, 1959.) 





NOTE ON ADRENAL STEROIDS 





(See "Diuril, Hydrodi- 


The current promotion campaign for Gammacorten (Ciba), a recently intro- 
duced brand of dexamethasone, again focuses attention on the claim that this rela- 


tively new corticosteroid is superior to other steroids. 
erature on dexamethasone does not support the claim. 


The rapidly growing lit- 
The weight of present evi- 


dence indicates that therapeutically and in frequency and severity of side effects, 
dexamethasone is no better than other corticosteroids introduced in recent years - 
prednisone and prednisolone (many brands available), methylprednisolone (Medrol- 


Upjohn), and triamcinolone (Aristocort- Lederle; Kenacort-Squibb). 


Patients 


vary in their reactions to the different hormones, however, and for a particular 


patient any one of these products may prove to be superior to the others. 


The Medical Letter, Jan. 23 and Mar. 20, 1959.) 
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